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Combinsd administration of sntibiotics with other drugs
was completely lustified in many disesses. In particular, in
case of anthrax, tuberculosis, mixed infeotions and infections,
caused by drug-resistant microbes,

The advantagesof the combined therapy consist of the
synergism, lewered toxicity, prevention of the aépuranco of
drug-resistart forms of microorganisms and, fimally, of possible
succesasful treatment of gavely i1l patiemts without preliminary
bactariological diagnoeis.

Ths purpose of the present work was the study of possible
use of antibiotics in comination with sulfodimesine (spelling?)
in/ the treatment of experimental melioidosis infection,

As therapeutical agents we used in the experiments the
following antibioticst monomycin (footnote: monomycin is a new

. domsstic antiblotic, obtained at the ladoratory of Prof.G.F.

Gauss at the Ynstitute for the Study of New Antidiotics, Acadeny
of Medicel Scimnces, USSR).
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Combinsd Antibiotins & Sulfa
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tetracyclin (footnores in this e eriment we used earias

of tetracyoclin, especially prepared for intramuscular in-
jections); oxytetraoyclin, chlortetracyelin, bicyllin, strep-
tomycin, myeerin (spelling?) and llevomycetin (spelling?).
0f the sulfemide substances, sulfodimoxzin was tested.

Experinents wers carrisd out on white mice weighint
18-2C Ga. The animals ware infected Ly means of subcutaneocus
injection of 0.5 ml suspension of one-day ager oulture of the
B. strain of pglopmyces pssudompllel (4). The infecting dose
was 5 mln. oi microbe cells (1 Del).

Therapy uvas started after 14-15 hours since infection,
i.e. dQuring thgpt:\:.;:l of gensralizection of the infection. The
substances being testnd were dissolved in the physiological
solution and administsred twice a day (?blur) in the amount
of 0,2 al. Insoluble substances (chlortetrasyclin, levomycetin
and sulfodimesir) wers given to the animals per os. The course
of treatmsnt lasted 10 days. Observatioms; of the animals vere
continued for 3 weeks.

The oriterion of effectivity of the therapy was: survival
of ithe animals, aversge longevity of those who difd (of the
dead animais), as well as the data of bacteriological examina-
tions.

Preliminarily, toxicity of all drugs was checked upoi
and on the samo animals tolerated doos o each substance was
established. As a result of this eheck-up it was found th§t

the tolsrated dally dose for wopnc=yein was 2.5 mg., and for
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Combined Antibistice & Sulfa drugs
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tetracyclin, oxytetrasyolin, chlortetracyclin, streptomycin,
ayoerin, bicyllin - 2 mg (burred toxt, looks like 2), for
lovomycetin, 4 mg. and fer sulfodimesin, 6 mg,

Results € experimsnts are represented in Table 1,

As one can pes from the Table 1, in spite of somevhat
nilder conditions of axperiment, mnnomyoin, straptomycin, mycerin
and bicyllin proved to be peorly effective in the treatment of
melioidosia, In the groups of nice vhich raceived the mentionsd
antibiotics, there was ebeerved death of amimals in 70% to 90%

typpuriter of ceses. At the same time, longevity of the treated dead
Bruuble
beyond our control nice vas soasvhat greater, than that of the coatrols which did

not receive treatment.
In the grwps of alee of this erperiment, the therapy
of vhich was carried ocut with chlortetracyclin, levomycetin,
sulfodimesin, there was observed survivel of 75¢ to 907 enimals
with average longevity of the dead snimalc from 13.4 - to 16 days,
vhereas the control mice lived on the average 8 days.
Table 1

4 , 2idosds
i M " mm
Drug ethod of dose of mice Desd Survived longovity
sdninigtration in mg. in exper. of dead
~Bice in dave
Monomyein “Intremuscular
Tetracyelin »
Oxytetracyelin
Bioyllin
Streptomyocin .
rin ral Id
rtetracyclin pero not retyped, see. p. 1014
in djgures ’ p
Sulfodimesin
ontrol

Mmopg the animals treated with tetracyelin and oxytetrs-
eyelin, survival wvas fram
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eyelin, survival wes from 45 to 557, with average longevity
of the desd snimals being fram 11.7 to 15.7 deys.

In this manner, of the § tasted sulstani:es, the most
effective drugs in melioidosis wsre levamyocetin, sulfodimexin
and chlortatracyclin. The therspeutical sffact of these sub-
stances was reflected not sloce in the high percentage of sur-
vival of the animals, but in consicderable postponemsnt of the
time of death of the treated mice.

Tetracyclin and oxytetracylin, had therapsutic effact
but it was much weaker than that of lecomycetin, sulfodimesin
and chlortetracyclin. Nevertheless, thase rntibiotics may Ve
recommended, especially in such cases, when we ere dealing with
antibiotic-resistant forms of pathogenic sgent, requiring com-
bined effect of several antibiotics. As for other antibiotics
(monomycin, bicyllin, streptosycin, mycerin), these, in contrast
to other drugs, pcesessed equally low therapeutical effect,
although among the aaimals treated there vas observed prolonged
survivel a5 compared to the eontrols.

Bacteriological exmmination of material from anisals,
dead during the course of treameat, shousd melioidoss microbes
more or lezs regularly elimimated from the site of imfeetion,
lymph nodes and internal organs; in thias respect, no difference
was noted in separats groups of animals, receiving one or other
drug.

The second part of our ressarch riudies was dedicated
to investigating the poesibility of using antibiotics in
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combintaion with sulfodimezin in the treatment of experimental
melioidosis infection.

These experiments were done on whi’le mice infected with
the seme dose as usad in the first series of experiments [/f1
(5 mln. of microbe cells).

Considering the fact that chemotherspy of meliocidosis
produces sufficiently marked effect only under conditions of
treatment with large doses, which maintdin sufficiently high
level of concentration of the drug in the organs and the blood,
wa were forced t- confine to the same doses which were used
in testing each substance separately.

Of the substances teete2, sulfodimesin, chlortetracyclin
axd levoaycetin wers used perorally; monomyoin, tratecyclin
oxytwtracyelin, bicyllin, streptomycin and ﬁoerin vere used
intramuscularly with simultaneous administration of sulfodimesin
perorally.

As one can see from Table 2, ocombinatior of sulfodimesin
vith monomycetin, tetracylein, bicyllin, streptompein, mycerin
and levomycetin, in the esonditions of our experimsnt, proved
to be ineffective, simoo the survival of animals, treatsd with
sulfodimesin alone, is much higher (85¢) than when trested
with the combined method, Moreover, the coabined therapy with
antibiotica and sulfodimesin gives a better therapeutical effect
than the therspy with the antibiotics alone,

Whersas the use of chlortstracyclin, under similar ex-
perinental conditions, in combination vwith mp sulfodimezin,
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gave excellent tlLerapsutical effect, reflacted not alore
in high percantage of survivil of animals (907), but ia
marked prolongation of 1life in case g dead mice which had

bsen treated, as compared to the controls (more than twice).

Table 2

Average
Drug Number of mice Dead Survived 1ife span
in exporiment .(:r dead hice
indave)

Monomyein /£ sulfodimesin

Tetracylein £ sulfodimesin

Oxytetraoylcin /£ sulfodimesin

Bicyllin £ sulfodimesin :

Streptomycin £ sulfpdimesin tabls not retyped, see p. 1015
Mpcerin £ sulfodimesin

Chlortetracylin / sulfodimasin

Levozycotin-/ sulfodimesin

Control

Conolusiona
1. Of the nine {9) testsd durgs, the greatest therspeutical

effect in the treatment of melioidosis was obtained with levo-
mycetin, sulfodimezin and oh&fo chlortetracylein; 75% to 90% of '
vhite mo,;ltmta*a vith these substances, remsin slive.
2. Tetrecyclin and oxytetracyclin, even though they do
have soms therspeutisal effect, hnﬁ much weaker effect than
levomycetin, sulfodimesin and chlortetiracyclin.
3. Monomysin, bicyllin, streptomycirn and mpeerin, undar
game experimental conditions, have weak therspeutical effect
and in practice their use should be condidered unsuitable.
(continued)
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;7 4. Treatmont-of-infected-aminale-vith-uolieldonts-

Gammam therspy, combined with monomycetin, tetra-
c_yclin, oxytetracylcin, bicyllin, streptomycin, mycarin end
levomycetin, in treatment of animals, iafected with melioldosis,
:;ndcr the conditions of our experisents, should be con.icared
as irrational.

5. The combined adeinistratioa of svifodimesin with
chlortetracyelin guarranttees a high percentase of survival
of animals [PEAY) (%G7) and a considerable imeresse prolongation
of the average life span of tho doad mice.

Rez3ived for publication 2-28-61
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For Mr. Jossph

Mr, Joseaph: please note, some of these new drugs are not listed
in dictionaries, and I do not know how to figure out their

spelling; the Russians use phonetic trznseriptions of what they
imggine the Fnglish should be. ~twd

Translated by Tatiana Boldyreff
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